Abstract
Sensitivities on the order of 1x10^6 cells/mL and 1x10^5 cells/mL were achieved for untargeted answer), and the challenge of data analysis. As the cost of sequencing continues to decrease due 54 to novel technologies and competition in the marketplace 3 , it becomes critical to increase assay 55 speed and simplify data analysis in order to hasten the incorporation of NGS assays into the 56 diagnostics marketplace.
58
The MinION™ (Oxford Nanopore Technologies, Oxford, UK; ONT) represents an ideal candidate 59 to achieve rapid high throughput sequencing. 
Results and Discussion

103
Workflow Design
104
The workflow was designed to achieve cell lysis, nucleic acid extraction, pathogen enrichment, To improve sensitivity for specific pathogens, purified nucleic acids were also subject to targeted (Table S1) 19-22 . The entire workflow described in Figure 1 , including enrichment via the 159 NEB kit, was performed as described above using human whole blood samples spiked with at a significantly higher rate (>1,000 reads per minute) than observed for the genomic library alone
167
( Figure 3A) . At this rate, significant coverage depth (greater than 30x coverage, sufficient for 168 variant calling) of each amplicon was generated within minutes of sequencer re-initialization. data is shown in Figure 5 . In general, significantly higher quality scores were generated using 1D Based on the data presented here, achieving clinically relevant assay sensitivity appears to be a 235 greater challenge than the accuracy of pathogen classification. While this study did not seek to Purified nucleic acid was subject to PCR using Phusion DNA polymerase (New England Biolabs). sequencing was performed using the Rapid Sequencing of genomic DNA kit (SQK-RAD002).
306
Amplicon sequencing was performed using the 1D Amplicon Sequencing kit (SQK-LSK108). The 307 maximum amount of input DNA volume (7.5 µL) was added for rapid genomic sequencing; 1 µg was reinitialized and run for an additional 6-24 hours depending on the sequencing run.
312
Basecalling was performed using the local version of the albacore version 1. 
